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nenudihe A Case Report

Reduction of Perinatal HIV-1 Transmission with Short
Course Zidovudine Prophylaxis in Nakornpathom
Hospital Thailand.
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ABSTRACT

A prospective open labelled study was desinged to evaluate the efficacy of short course prophy-
lactic zidovudine (ZDV) use in late prenatal-perinatal-7 days postnatal regimen and perinatal-6 weeks
neonatal regimen. One hundred fifteen asymptomatic HIV-| infected pregnant women were enrolled. Breast
feeding was not allowed. The perinatal HIV-I transmission rate was reduced from 20.63% (g) before ZDV
use to 7.69% (%) in late prenatal perinatal - 7 days postnatal regimen significantly (p < 0.05) and reduced to
13.5% (3—57) in perinatal 6 weeks neonatal ZDV regimen not significantly (p > 0.05). Gender, preterm, mode of

delivery and birth weight did not influence the perinatal transmission.
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Introduction

The substantial reduction of perinatal HIV
transmission demonstrated in the ACTG 076 trial
in 1994' and modified ACTG 076 regimen®* as
well as many modified shorter courses of prophy-
lactic zidovudine (ZDV).5'° Short antiretroviral re-
gimens that are given in the peripartum period have
been shown to be effective, consistent with the
perception that most transmission is acquired near
to or during delivery. Data from the Perinatal HIV
Prevention Trial in Thailand showed that a longer
three-part ZDV regimen is more effective than a
shorter three-part ZDV regimen.® The addition of
3 days of postnatal infant ZDV to a short antepar-
tum-intrapartum ZDV regimen provides no apparent
benefit in non-breastfeeding populations (Perinatal
HIV Prevention Trial® vs Bangkok Trial®). The neo-
natal post-exposure prophylaxis in the absence of
maternal treatment has not been studied in clinical
trial, observational datas suggest that 6 weeks of
ZDV prophylaxis significantly reduced perinatal HIV
transmission rate if it is started within 12 hours of
birth.''2 In rural part of Thailand many pregnant
women have either late prenatal care or no prenatal
care so short-course ZDV prophylaxis should be
appropriate because of simplicity, feasibility, safety,
lower cost and patient compliance while retaining
substantial efficacy. Very few studies were reported
from Regional Hospital in Thailand. So this prospec-
tive open-labelled study was designed in Nakorn
pathom Hospital to evaluate the efficacy of short-
course prophylactic ZDV use in prenatal-perinatal-
postnatal-7 days regimen and perinatal-6 weeks

neonatal ZDV regimen.

Material and Method

Between June 1997 and March 2001 all
known HIV-I positive pregnant women attending the
antenatal clinic and labour room at Nakornpathom
Hospital, Thailand were enrolled in the study. They
received HIV counseling and counseling about the
interaction of HIV infection and pregnancy, the risks
and benefits of ZDV prophylaxis then informed
consent was obtained.

The inclusion criterias were asymptomatic
HIV-1 infection pregnant women, gestational age
about 34-36 weeks in first group and in second
group were no prenatal care HIV-I infection preg-
nant women.

First group received ZDV 300 mg orally twice
a day and every 3 hours in labour until delivery. ZDV
syrup 2 mg/kg orally every 6 hours was given to the
infants for 7 days.

Second group received ZDV (as soon as
HIV- testing reported) 300 mg orally every 3 hours
until delivery but some cases did not receive ZDV
because HIV-testing results were reported after
delivery. Infants received same dose of ZDV syrup
as first group for 6 weeks. The drug was begun
immediately after the infants had been stabilized.
Breast feeding was not allowed and infant formula
was provided.

Mothers and infants were assesed for pos-
sible drug toxic effects and adverse events accor-
ding to the ACTG adverse events monitoring guide.
The infants were examined at birth, 2 week, 1, 2, 4,
6, 9, 12-18 month of age by pediatricians. They
received appropriate vaccination and medical care

until the age of 18 months. Co-trimoxazole syrup for
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Pneumocystis carinii pneumonia prophylaxis was
given at 1 month of age until negative HIV-PCR in
two separated specimens or until 1 year of age for
HIV infected infants. The peripheral blood specimens
were tested for CBC and HIV-PCR (HIV-I proviral
DNA and RT-PCR) at 1-2 months and 4 months
after birth. HIV-Ab Enzyme immunoassay and CBC
were obtained at 18 month of age. The infants were
concluded to be HIV infected by at least two positive
‘ HIV-PCR specimens or positive HIV-Ab.
| Statistical analysis

The results were reported ether as percen-
tages or as means * SD. Group comparisons were
performed with Independent-Samples T - Test. A
p-value of less than 0.05 indicated statistical signifi-

cance.

Results

One hundred fifteen HIV-I infected mothers
and infants were enrolled. The first group had 78
pairs of mother-infant and the second group had
37 pairs of mother-infant. In the first group all of
‘ the HIV-I infected mothers were asymptomatic and
the majority of them graduated at elementary level,
lived in pair and had family income < 10,000 baht/
month. Forty nine percents were primiparity and
thirty-seven percents were second parity. The ma-
jority (96.2%) had full compliance only 3.8% had
partial compliance (lost about 1-2 doses). Mean *
S.D. of duration of ZDV prophylaxis in mothers
was 26.91 + 10.15 days. Mean * S.D. of maternal
age was 25.97 + 5.08 years 76.9% of mothers had
vaginal deliveries and 19.6% of mothers had cesa-

rean section deliveries. Maternal characteristics were

shown in Table 1. All infants were live born without
congenital anomalies. Femal infants were 52.6%,
male infants were 46.2%, term infants were 92.3%
and preterms were 7.7%. Mean * S.D. of birth
weight was 2,948.88 + 425.92 gm. They had full
compliance about 98.7%. Infected infants were 6
persons from 78 persons (7.69%). Infant characte-
ristics in group 1 were shown in Table 2.

In Table 3, the comparison of characteristics
of mothers-infants between uninfected HIV-I infants
group and infected HIV-1 infants group were the
same in maternal age, duration of ZDV in mothers,
birth weight, male : female, preterm : term, mode of
delivery, and compliance in mothers and infants
(p > 0.05). In Table 4, perinatal HIV-I transmission
rate was shown. Perinatal HIV-1 transmission rate
of infants were born in June, 1994-June, 1997
(before ZDV prophylaxis was used) was 20.63%.
After ZDV prophylaxis was used, perinatal HIV-I
transmission rate in June,1997-March,2001 was
7.69% in first group and 13.51% in group 2. It was
decreased significantly in the first group (p < 0.05)
and not significantly in group 2 (p > 0.05). No severe
adverse effect of ZDV in mothers and infants was
detectable. Few mothers and infants were mild
anemia. Nausea-vomiting symptoms were detected

in few mothers.

Discussion
The results of this study suggest that ZDV
prophylaxis in late pregnancy-perinatal-postnatal-7
days regimen is effective to reduce perinatal HIV-I
transmission rate as other studies.>'® The same

regimen in other studies, perinatal HIV-I transmis-
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Table 1. Maternal Characteristics in group 1
Mean % S.D. 95% Confidence
interval
Age (years) 26.0%5 25.0-27.0
Gestational age (weeks) started ZDV 350+1.2 34.7-35.3
Duration of ZDV (days) in mother 26.9 +10.1 246 -29.3
No. of Parity No. %
1 38 48.7
2 27 34.6
3 11 14.1
4 1 1.3
5 1 1.3
Compliance
Full 75 96.2
Partial 3 3.8
Mode of delivery
Vaginal delivery 60 76.9
Caesarean section 15 19.2
Forcep extraction 1 1.3
Vacuum extraction 1 1.3
Breech assisting 1 13
Total 78 100
Table 2. Infant Characteristics in group 1
Mean £S.D. 95% Confidence interval
Birth weight (gm) 2,948.88 + 425.92 2,851.56 - 3,046.21
No. %
Live born
Yes 78 100
No 0 0
Sex
Male 36 46.1
Female 42 53.9
Gestational age (wk)
<37 6 7.7
Q37 72 92.3
Birth weight (gm)
< 2,500 7 9.0
2,500 - 3,500 64 82.0
3,501 - 4,000 7 9.0
Compliance
Full 77 98.7
Partial 1 1.3
HIV Status
Uninfected 72 92.3
Infected 6 7.7
Total 78 100
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Table 3. Comparison of Characteristics of mothers - uninfected HIV infants and mothers - infected HIV infants

in group 1
Uninfected HIV Infants Infected HIV Infants P-value
n=72 n=6
Maternal age (yrs) 26.20 + 4.97 23.33+6.06 0.186
Duration of ZDV in mothers (Day) 27.28 £ 10.33 22.67 £7.00 0.289
Birth weight (gm) 2,967.21 + 432.17 2,735.00 * 289.95 0.202
Male : Female 33:39 3:3 0.870
Preterm : Term 6:66 0:6 0.465
Vaginal : Caesarean section delivery 53:13 4:2 0.851
Full Compliance in mother (%) 96.2 100 0.608
Full Compliance in infants (%) 98.7 100 0.773
Table 4. Perinatal HIV-| Transmission rate
month - yr. No. Infected HIV infant % Transmission rate P value
June, 1994 - June, 1997 63 13 ' 20.63
June, 1997 - June, 2001
*group 1 (late prenatal 78 6 7.69 0.017
- perinatal - 7 days
neonatal ZDV)
*group 2 (perinatal - 6 37 5 13.51 0.376
weeks neonatal ZDV
regimen)

sion rate was 5.75% in Hansudewechakul et al's
study,’® 6.7% in Gulgolgarn et al's study® and
7.14% in Luesomboon's study.’

In perinatal and 6 weeks-neonatal ZDV pro-
phylaxis regimen, perinatal HIV-l transmission rate
(13.51%) was decreased from no ZDV prophylaxis
group (20.63%) not significantly (p > 0.05). It is
similar to Wade et al's'' study (10% and 9.3%),
Thai thummyanon et al's study'® (10.5%) and

Hansudewechakul et al's study (14.7%).'® Several

studies have suggested that elective cesarean sec-
tion'>7 reduced perinatal HIV-| transmission rate but
cesarean section was not demonstrated in this study
because it was not elective cesarean section. Gen-
der, preterm, low birth weight and mode of dilivery
were not shown to influence of perinatal HIV-I transmis-
sion. Maternal viral load influences to perinatal
HIV-I transmission'®'® but ZDV reduces perinatal
HIV-l transmission independent of its effect on the

level of the maternal peripheral blood proviral
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load®® so in this study maternal viral load was not
determined.

Perinatal and neontal ZDV prophylaxis is one
of the choices for HIV-I infected pregnant women
who had no prenatal care. Another regimen for this
group is a single dose of oral nevirapine adminis-
tered at the onset of labour to HIV-i infected mothers
and to infants within 72 hours of life, significantly
lowered the risk of HIV-I perinatal transmission than
the effect of a short course of ZDV administered
over a similar time period.2" This regimen should be
studied in Thailand to evaluate the efficacy and side
effect before implementation in prophylaxis program.
Resistance to antiretroviral drugs and combination
drugs regimen should be evaluated in next time to

avoid failure of prophylaxis.

Conclusion

ZDV prophylaxis in late pregnancy-perinatal-
postnatal-7 days regimen is effective and feasible in
prevention of perinatal HIV-l transmission. Perinatal
and 6 weeks-neonatal ZDV prophylaxis is an alter-
native prophylaxis in HIV-I infected pregnant women
without prenatal care. So all HIV infected pregnant
women should be encouraged to have early pre-
natal care with proper counseling and adequate

antiretroviral prophylactic treatment.
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